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ALL
*80-85% 5y EFS
*~21% of pediatric oncology deaths

Neuroblastoma

*~45% 5y EFS
*~15% of pediatric oncology deaths
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RNA CARs: role of lymphodepletion

Day 6 Day 9 Day 16 Day 21 Day 29 Day 36 Day 43

Meso-BBz
10-10-10 T &0 mg'kg cytoxan ](}9
RMA '
oy ¢ T cell Infusion
19-BBz 108
10-10-10
RMA
no cytx
7
19-88; 10
10-10-10
RMA
+ cytx
106
19-BBz
lentivirus |
p/s/cm2
Min 5.0e5
Max 2.8e9

October 24-28, 2012 * North Bethesda, MD



CARs: dose splitting
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Neuroblastoma

o) T T
October 24-28, 2012 * North Bethesda, MD



Xenograft model of neuroblastoma
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5 days after first CAR T-cell administration I.T.
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RNA CARs for disseminated NB
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GD2 Lenti CARs for disseminated NB
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Conclusions

* Permanently-modified CAR T-cells can have significant
impact on both liquid and solid tumors

* Transiently-modified CAR T-cells can mediate successful
anti-tumor responses in liquid and solid tumors
e Multiple doses
e Lymphodepletion between doses
e Dosing schedule
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